Elevation of the urea clearance above the calculated normal value has been frequently observed in our clinic in children with the nephrotic syndrome. Previous studies of this phenomenon have shown it to be related to the intake of protein, but not induced by the oral administration of urea (1) . Glomerular filtration, measured by inulin clearance, has been found by Emerson, Futcher, and Farr (2) to be elevated as much or more than the urea clearance. The present study is an attempt to answer the question raised in the last report (2) as to whether renal blood flow is elevated proportionately to the glomerular filtration rate. Evidence presented by Goldring, Chasis, Ranges, and Smith (3) and by White and Heinbecker (4) indicates that the diodrast clearance approximates the renal blood flow in man. In order to obtain some indication as to whether the high urea and inulin clearances observed in nephrosis are probably due to filtration of an increased fraction of plasma water or to an increased renal blood flow, we have therefore, in 4 cases, made a series of simultaneous determinations of the clearances of urea, inulin, and diodrast.
MATERIAL
Four nephrotic children, aged 3, 5, 5, and 10 years, were selected for study, the oldest of whom (R.Q.) had also been included in the previous group (2). All had been maintained during at least the preceding 4 months on diets high in protein (over 3 grams per kgm. per day), and low in salt (less than 1.6 grams per day). Routine urea clearances during this period showed values around 140 per cent of normal or higher.
METHODS
Urea was determined by the hypobromite method (5), diodrast by colorimetric estimation of liberated iodine (6) , and inulin by measurement of the color developed with diphenylamine reagent (7, 8) . For colorimetric measurements, a Klett-Summerson colorimeter was used.
As in previous work, clearance values are corrected for differences in size of the subjects by applying the surface area factor of M1ller, McIntosh, and Van Slyke (9) to the urine flow figures. In the instances of corrected urine flows lower than 2 cc. per minute, maximal plasma clearances of urea were calculated by the formula: for whole blood urea clearance (9) by assuming that plasma urea concentration is 4 per cent higher than whole blood concentration.
PROCEDURE
Five experiments were performed on the 4 subjects. In each experiment, continuous urea clearances were measured during the preceding 2 to 5 hours in order to observe any variations that might be induced by subsequent manipulations. Water was given hourly in 100 cc. portions, beginning 3 hours before the test. Priming doses of 2 to 4 grams of inulin and 1 to 2 cc. of a 35 per cent diodrast solution, depending on the size of the subject, were given in 100 cc. of saline, intravenously, over a period of about 10 minutes, followed by continuous infusion of a solution which contained 1 to 2.5 per cent inulin and 0.6 to 2.0 per cent of 35 per cent diodrast. This was given at a rate of approximately 3 cc. per minute throughout the experiment. No measurements of inulin or diodrast clearances during the initial 10 to 30 minutes of equilibration are included, although urea clearances were continued during this time.
DISCUSSION
The distribution of observed clearance values in relation to normal adult standards is shown on a log-log graph (Figure 1) (3) , and 690 for diodrast (3) . Compared with these, in our 4 nephrotic cases, the urea clearances were 128 to 192 per cent, the inulin 140 to 220 per cent, and the diodrast 95 to 185 per cent as great as the mean normal values. Since in our 4 high urea clearance nephrotic children, the elevation of the urea clearance was found to be associated with an elevation of both the inulin and diodrast clearances, we conclude that the elevation of the urea clearance is due principally to an increase in renal blood flow (Table I ).
SUMMARY
The elevated urea clearance in 4 nephrotic children was found to be associated with increase of both inulin and diodrast clearances.
